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I s s claims v epiace all prior vs T is stings 
application. 

Listing of Cl aims 

I. (Original) A compound of the formula (]). 



wherein, 

Rl a hydis » o or 3, 4, 5 or 6 carbon atoms, 

R2 is hydrogen, alky! having 1, 2, 3, 4, 5 or 6 carbon atoms ha i< NRaR o 

poJyfluoroalkyl having 1, 2, 3 or 4 carbon atoms, 
Ra and Rb 

are independently of each other hydrogen, linear or branched alkyl having .1 , 2, 3. 4, 5 or 6 
carbon atoms or Ra and Rb form, together with the nitrogen atom to which they are 
attached, a 5- or 6-membered heterocycle, which may optionally contain another hetero 
atom chosen from O, S and N, 

R3 is hydrogen, aikyl having 1, 2, 3, 4, 5 or 6 carbon atoms, halogen, alkoxy having 1, 2, 3, 4, 
5 or 6 carbon atoms or hydroxy], 

R4 is hum^on. alkyl having I, 2, 3, 4, 5 or 6 carbon atom-, t 
to s o I ydroxyl, 

Ar is a 9- or a 10-rnemhered bicyclic heteroaryl having one, two or three nitrogen atoms, 
which may be linked via any of its positions, 

N i i t v j v i ml ' t a m \a t; ^ 

(. ^cqnable salt of such comp^u 
nc 1 mixture 




R5 



2. _ x compound according to claim 1, wherein 

Rl is hydrogen or aikyl having 1, 2, 3,4, 5 or 6 carbon atoms. 
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R2 is hydrogen, alky), having 1 , 2, 3, 4, 5 or 6 carbon atoms, halogen, NRaRb or 

polyfiaoroalky] having I, 2,3 or 4 carbon atoms, 
Ra and Rb 

are independently of each other hydrogen, linear or branched alky! having 1,2, 3, 4,5 or 6 
carbon atoms or Ra and Rb form, together with the nitrogen atom to which they are 
attached, a 5- or 6-membered heterocycle, which may optionally contain another heiero 
atom chosen from O, S and N, 

R3 is hy« > s > k 5 or 6 carbon atoms ^ 

5 or 6 carbon atoms or hydroxy!, 

R4 is hydrogen, alkyl having 1 , 2, 3, 4, 5 or 6 carbon atoms, halogen, aikoxy having 1 , 2, 3, 4 S 
5 or 6 carbon atoms or hydroxy!, 
dros n halogen, 

Ar is quinoline, isoquinoime, cinnoline or 7fI-pyrroio-(2,3-d]-pyrimidine, which may be 
linked via any of its positions. 

3. (Original) A compound according to claim 1 wherein 

Rl is hydrogen or alkyl having 1 , 2, 3, 4, 5 or 6 carbon atoms, 

R2 is hydrogen, alkyl having 1,2,3,4, 5 or 6 carbon atoms, halogen, NRaRb or 

polyfiuoroalkyl having 1, 2, 3, 4, 5 or 6 carbon atoms, 
Ra and Rb 

are independently of each other hydrogen, linear or branched alkyl having I, 2, 3, 4,5 or 6 
carbon atoms or Ra and Rb form, together with the nitrogen atom to which they are 
attached, a 5- or 6-membered heterocycle, which may optionally contain another hete.ro 
atom chosen from O, S and N, 

R3 is hydrogen, alkyl having 1,2, 3, 4,5 or 6 carbon atoms, halogen, aikoxy having J , 2, 3, 4, 
5 or 6 carbon atoms or hydroxy!, 

R4 is hydrogen, alkyl having 1, 2, .3, 4, 5 or 6 carbon atoms, halogen, aikoxy having 1, 2, 3, 4, 
5 or 6 carbon atoms or hydroxy!, 

R5 is hydrogen or halogen, 

Ar is quinoline, which may be linked via any of its positions. 

4. (Original) A compound according to claim 1 wherein 
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Ri is hydrogen or alkyl having 1, 2, 3, 4, 5 or 6 carbon atoms, 
R2 is hydrogen, alkyl. having I, 2, 3, 4, 5 or 6 carbon atoms, halogen, NRaRb or 
pot} (luoroalkvl having 1, 2, 3, 4, 5 or 6 carbon atoms, 

Ra and Rb 

are independently of each other hydrogen, lineai e\ «, t > * - 

carbon atoms or Ra and Rb form, together with the nit 

attached, a 5- or 6-membered heteroeycie, which may optional h .a a, . . o \ 

atom c i >se t oin - \ S and N, 
R3 s lav g 1, 2, 3,4, 5 or 6 carbon ai ns. baiogc <ox\ * \4, 

5 or 6 carbon atoms or hydroxy!, 
R4 is hydrogen, alkyl having i, 2, 3, 4, 5 or 6 carbon atoms hi h gen, alkox> 

5 or 6 carbon atoms or hydroxy), 
R5 is hydrogen or halogen, 

Ar is isoquinoiine, which may be linked via any of its positions. 

5. (Original) A compound according to claim 1 which is: 
3-guamdmocarbony! •• 1 -(i soquinoi- 1 -yl)- IH-i ndoie, 
3-guanidinocarbonyl- 1 -{quinol-4-yl)-lH-indole, 
3-guanidinoc;irbonyl-l-(quinol"2-yl)-l.H-indole, 

lani irb isoc uinol-l-yI)-5-methyl-iH-indole, 

i s N cth\l-l-(quinol-2-yl)-lH-indole, 

3--guanidiiK)carbonyl-5-niethyl-l-(quinoi-4-yl)-iH-indoie, 
" y„uan »im^ arb< >ny 1- i -(quinoi- 3-yl j-1 H-indole, 
1 6 sh-HI-irdole, 
3-guanidinocarbonyl-l -(quinoi-8-yi)- J H-indole, 
3-guanidinocarbonyl - 1 -(i soquinol-3-yl)- IH-indole, 

' w o x (uuinol-4-yi)-lH-indole, 

3- gt lidi ; on> 6 ydroxy-l-(quinol-4-y!)-iH-indo]e, 
6~fluoro~3-guanidm<xarbonyl-l -(quinoI-4-yl)-l H-indole, 
5~iiuoro-3-guanidin.ocarbonyi-J-(quinol-4-yl)-IH-}ndole, 

4- chioro-3-guanidinocarbonyI-l -(quinol-4-yl )- 1 H-indole, 

5- chIoro-3 -guanidinocarbonyl- 1 ~(qumol-4-yl)-l H-indole, 
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6"Chloro-3-guanidinocarbonyl-l-{q«inoI-4-yl)~lH-indoie, 
44luoro-3~goanidinocarbonyi-.l-(quino!-4-yl)-iH-in<iote, 
3-giianidinocarbosiyl-4-methy!-l -(qumol-4-yi)-l H-indolej 
5-gi nidinocarhon) -4- -J-(quiaol-4-yl)-lH-indole, 
i 1 nil k v. ai bony! d -(qumol-4-yi)- 1 B-indole, 

g v. * \ v T v\ ^ <- T - J vOl. ! 

; , toeai >ony] 1 fcrmolin~4-yl)-lH-mdoSe, 

or v;*> v n * ■ :• .wceuticalty acceptable salt of such compound or tautorner. 

6. s i i lot human veten uuy, o p 
comprising : • e \vuve amount of a compound according to *. ! .-erne vvith a 

^ oiuio::l!y aoofj) ahk medium. 

7. (Canceled). 

8. (Previously presented) A method for the treatment of cardiovascular disease, metabolic 
disease, cancerous disease, or fibroiic disease comprising administering to a patient in need 
thereof, an effective amount of a compound according to claim 1 to inhibit the cellular sodium- 

es Na+/H+~ex tanger) activity of said patient. 

9. (Previously presented) A method for the treatment of 

acute or chronic damage to, or disorders or indirect sequelae of organs and tissues caused 
by ischemic or reperfusion events; 

anbythmi.as : life-threatening cardiac ventricular hb.Jleoon r:y<\ 
pectoris; 

} s he hean lie sti > of the periphera u centra v voi ys 

•stroke, cerebral oedema attack, ischemic, states of peripheral organs and tissues; 
states o shock; 

di senses in v- inch cellular proliferation represents a pamary or secondary cause; 
cancer, metastasis, prostate hypertrophy, prostate hyperplasia; 
athf rosclerosii , disturbances of lipid metabolism, high blood pressure; 
disorders of the central nervous system; 
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" - - dom diabetes; 

le suiting i ^! > o u i i sr c i 

>tic disi s iT\s, fibrotic diso <. tiers 

e ^o, ussels.hbioiie disoi dors' of lung . 
heart failure, congestive heart failure, acute or chronic inflammatory disorders, disorders 
caused by protozoa; 

malaria, or coccidiosis in poultry, comprising administering so a fluent m n-oJ iheroot. 
an effective amount of a compound according to claim 1 to inhibit the cellular sodium-proton 
and porter {Na-f/H-f -exchanger) activity of said patient. 

10. (Previously presented) A method according to claim 9 for the tiea i\ a s > 
cardiogenic shock, hypovolaemic shock or bacterial shock. 

11. (Previously presented) A method according to claim 9 lor the tscatmen- o :. vu 
hypertension. 

.1 2. (Previously presented) A method according to claim 9 for the treatment of disorders 
resulting from overexcitabbhy of v ' V 

13. (Previously presented) A method according to claim 12, for the treatment of epilepsy or 

< . om ilsions. 

14. (Previously presented) A method according to claim 9 for the treatment of anxiety states, 
depressions or psychoses. 

15. (Previously Presented) A method for protecting an organ in a transplant donor during 
organ transplantation, both before and during the removal of the organ, comprising administering 
o said do etive amount of a compound according to claim 1 to inhibit the cellular 

» »>, a ) r*> v 1e» (N a-f/H+-exchanger) activity of said donor. 

16. (Previously Presented) A method for protecting a removed organ daring treatment with, 
>r storage l ph> siological bath liquids, comprising contacting said organ with a compound 
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according to claim 1 to inhibit the cellular sodium-proton antiporter (Na+ZB-f-excharsger) activity 
of said organ. 

17. Prevk ed) A od.fcr \ tin 

rccp en o? v e-nyan transplantation, comprising contact n« said organ with a 

compound according to claim 1 to inhibit the cellular sodium-proton antiporter (Na+/H+- 
said organ 

18. (Previously Presented) A method for preventing age eiaic e change h tout 
need thereof, comprising administering to said patient, an effective amount of a compound 
according to claim 1 to inhibit the cellular sodium-proton anupouct <\u-r »i- 

of said patient 

19. {Pre* > ei t V method for prolonging life in a patient in need thereof, 
comprising administering to said patient, an effective amount of a compound according to claim 1 
to inhibit the cellular sodium-proton antiporter (Na+/H+-exchanger) activity of said patient. 

20. (Prt\ , -anted) A method for the treatment or red < 

in thyrotoxicosis in a patient in need thereof, comprising administering to said patient an effective 

d according to claim 1 to inhibit the cellular sodium -proton antrporier 
V n . ; uttis d\ of said patient. 

21-35. (Canceled). 

36. (Previously presented) A method for the treatment of acute or chronic ck 

... vV n <• o, fvsues caused by ischemic or reperfusion events in a patient in 
need thereof, comprising administering to said patient an effective amount of a compound 
according to ( rim o inn )it 'he cellular sodium-proton antiporter (Na-f/H-f -exchanger) activity 
- aid p en 

37. (Canceled). 
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38. (Previously presented) A method for the treatment of life-threatening cardiac ventricular 
fibrillation, in a patient in need thereof, comprising administering to said patient, an effective 
amount of a compound according to claim 1 to inhibit the cellular sodium-proton aniiporter 

,o oi sa d patient. 

39. (Canceled). 

40. (Previously presented) A method for the treatment of metastasis in a patient in need 

- g to said patient an effective araou com] ccorc 
claim J to inhibit the cellular sodium-proton and porter (Na-f/H+-exehanger) activity of said 
patient. 

41. (Canceled) 

42. (Previously presented) A method for the treatment of flbrotic disorders of the heart, heart 
failure, or congestive heart failure, in a patient in need thereof, compri ing adi linistering to said 
patient an effective amount of a compound according to claim 1 to inhibit the cellular sodium- 
proton aniiporter (Na-f/H-f-exchanger) activity of said patient, 

43. (Canceled) 

44. (Previously presented) A method for the treatment of a disease which is related to NHE, 
in a patient in need thereof, comprising administering to said patient an effective amount of a 
compound according to claim I to inhibit the cellular sodium-proton aniiporter (Na-f/H*- 
exchanger) activity of said patient. 

45. (Canceled) 

46. (Previously presented) A method for the treatment of a disease which is related to NHEi, 
in a patient in need thereof, comprising administering to said patient an effective amount of a 
compound according to claim 1 to inhibit, the cellular sodium-proton aniiporter (Na+/H+~ 
exchanger.) activity of said patient. 
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47. (Canceled) 

o.sv : \ method for protecting the o- , \ v \ - ■> ^, N 
\ i\ c \c~> \L\\^u N - . p .1 m need thereof, comprising administering to such patient an 
effective ail i Oi .to.ino J . J < t 

... >o o . I - v- a,', \ oi vuiu patient. 

49. (Original) A process for the preparation of a compound according to claim 1 
characterised in that 




(IV) 




(0 (V) 

a; a heteroaryi haiide ArX of the formula (VJ) is reacted with a 3 -al koxycarbonyi- J H-indoie of 
the formula (II) 

b) the obtained 3-alkoxycarhonyi-l-heteroaryl-indoIe of the formula (III) is saponified 

c) the '• carbox) i heteroaryi indole of the formula (IV) is converted in the acid chloride of 
formula (V) 

s d e < h< v * \ , v ed i gaamdme, 

the product is isolated and is optionally converted into a pharmaceu ti call y acceptable salt, 
wherein in the compounds of the formula II, III, IV, V and VI 
Ar, Rl, R2, R3, R4 and R5 are defined as in claim 1, 
X is F, CI, Br or I and 
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R is alkyl having .1 , 2, 3, 4, 5 or 6 carbon atoms. 

50. (Previously presented} A method tot the Uca'wtn , se > m 1 . v . 
disease, cancerous disease, or fihrotic disease comprising administering to a patient in need 
thereof, an effective amount of a compound according to claim i. 

51. (Previo ; )resenied) A method for the treatment of 

acute or chronic damage to, or disorders or indi ec s 
by ischemic or reperfusion events; 

. s o .-diac ventricular hh i Luo^ v\o 1 

pectoris; 

ischemic states of the heart, ischemic states of the peripheral and central nervous system, 
stroke, cerebral oedema attack, ischemic states of peripheral organs and tissues; 
states of shock; 

diseases in which cellular proliferation represents a primary or secondary cause; 
cancer, metastasis, prostate hypertrophy, prostate hyperplasia; 
atherosclerosis, disturbances of lipid metabolism, high blood pressure; 
disorders of the central nervous system; 

non-insulin -dependent diabetes raeilitus, late damage from diabetes; 

thromboses >ordi < sc I I i ' > ermstk dication; 

fibrotic disorders of internal organs, fihrotic disorders of the liver, 0 orotic disorders of the 
kidney, fibrotic disorders of vessels, fihrotic disorders of lung, fibrotic disorders of the heart; 

heart failure, congestive heart failure, acute or chronic inflammatory disorders, disorders 
caused by protozoa; 

malaria, or coccidiosis in poultry, comprising administering to a patient in need thereof, an 
effective amount of a compound according to claim 1. 

52. o protecting an organ in a transplant donor during organ 
transplantation, both before and during the removal of the organ, con tp stei ing to 
said donor, an effective amount of a compound according to claim 1 . 

- 10- 
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53. (Original) A method for protecting a removed organ during i eatment v, 

. , 1 c ogical bath liquids, comprising contacting said organ with a compound according to claim 

54. (Original) A method for protecting a removed organ during transfer to a recipient 

" gav c * 1 > - ...n;'. \« on. comprising contacting said organ with a compound 
iccorc g clam 

55. (Original) A method for preventing age-related tissue change, in a patient in need thereof, 
comprising adrni listering to said patient, an effective amount of a co rpo i .v 

I. 

56. (Original) A method for prolonging life in a patient in need thereol cos > - n 
administering to sa;d patient, an effective amount of a compound according to claim I. 

57. (Original) A method for the treatment or reduction of the cardiotoxic effects in 

5 ent in need thereof, comprising idm - - N - c : . 
amount of a compound according to chum 1. 

58. ' v s v a dt \ rnethxk oh e i vt <. r.caar .i o.o.o s 
or indirect sequelae of organs or tissues caused by ischemic or reperfusion events in a patient in 
need thereof, comprising administering to said patient a pharmaceutical iy effective amount of a 

.VJUlf- 1 (.^ 

50. . k 'v. m „ v I v i 1 ! 

in a patient in need thereof, comprising administering to said patient a pm ^ „ e c 
amount of a compound according to claim 1. 

60. (Pre s presentee A method for the treatment of metastasis in a patient in need 
tereol co s st€ ng to said patient a phannaceuticaliy effective amount of a 

v v 'a o ciai ^ 
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61. (Previosly presented) A method for the treatment of fi brolic di sorders of she heart, heart 
failure, or congestive heart failure, in a patient in need thereof, comprising administering to said 
patient a pharmaceutical!;? effective amount of a compound according to claim 1 . 

62. (Previously presented) A method for the treatment of a disease which is related to NHE, 
in a patient in need thereof, comprising administering to said patient a pharmaceutical!}' effective 

\ according to claim i. 

63. (Previsousiy presented) A method for the treatment of a disea 4 -, hie h - ed *- 
NHHi, in a patient in need thereof, comprising administering to said patient a pharmaceutical!}' 
effective amount of a compound according to claim 1. 

64. (Original) A method for protecting the organs or blood vessels during surgical 
intervention, in a patient in need thereof, comprising administering to such patient a 
pharmaceutical !y effective amount of a compound according to claim. 1. 



